Background: Nepal Pediatric Ocular Diseases Study is a three year longitudinal population based study. Here we present the baseline survey report which aims to investigate various risk factors associated with childhood ocular morbidity and blindness in three ecological regions of Nepal. Method: This baseline survey is a population based cross sectional study. The investigation was conducted in a district from each of the following regions: Terai, Hill and Mountain. The Village Development Committees (VDCs) from each district were selected by random sampling. Three Community health workers were given training on vision screening and identification of abnormal ocular signs in children. They conducted a house to house survey in their respected districts examining the children and gathering a standardized set of data variables. Children with abnormal vision or ocular signs were then further examined by pediatric ophthalmologists.
Background
Vision disorders are among the most common disabilities to affect children. It has been estimated that there are 1.4 million blind children worldwide, two third of whom live in the developing 6 countries like Nepal [1] . According to World Health Organization (WHO) childhood blindness is a priority, and significant component of its vision 2020 program [2] . Population based data on the prevalence of childhood ocular morbidity and blindness, which are needed to set priorities and to plan strategies are limited worldwide including in Nepal [3, 4] . These types of studies are important in determining the magnitude of the problem and also to explore associated risk factors, which may be social, environmental and/or biological. A population based study can help establish targeted educational and screening programs in order to reduce known modifiable risk factors. Data on childhood blindness derived from the nationwide survey in the blind schools of Nepal has been previously reported [5] . In Nepal, it has been estimated that there are 30240 blind children and another 120000 children suffering from low vision [6] . There are also other reports addressing ocular morbidity in school children [7] [8] [9] .
However, a population based survey of childhood ocular morbidity and blindness of all age groups have not yet been assessed in Nepal. Nepal Pediatric Ocular Diseases Study (NPODS) aims to fulfill this void. It is a population based three year longitudinal study which has been designed to evaluate the disease prevalence and incidence in children in a defined population from three geographically diverse districts of Nepal. The baseline survey has been completed and the goal is to report the demographic and biological risk factors associated with childhood ocular morbidity and blindness with emphasis on potentially preventable or modifiable factors.
Methods
This baseline survey is a population based cross sectional study. The study was approved by the Institutional Review Board of Tilganga Institute of Ophthalmology. It adheres to the tenets of the Declaration of Helsinki.
The study area
Nepal is divided into three geographically diverse regions: Terai in the south is a flat plane, in the central zone there are hills and in the north, the terrain is mountainous. Each region is subdivided into districts and within the districts are Village Development Committees (VDCs). One district from each region was selected: Sarlahi from the Terai region, Makawanpur from hilly region and Sindhupalchowk from the mountainous region. The number of VDCs selected for each region was in proportion to the sample size: four from the Terai, two from the hills and two from the mountainous region.
The study population
All the children from 0 to 10 years of age residing in the selected geographical areas were included in the study.
Sample size and sampling method
For sample size calculation, the formula of estimating a population proportion with specified relative precision was used in this study. Taking the ocular morbidity prevalence of 5%, 10% of relative precision and considering the design effect of 1.5, a total sample size of 10950 was needed for this study. The total sample size was taken from 3 selected districts proportionately according to their projected population in 2011. Based on those 2343 children from the Sindhupalchowk, 3204 from the Makawanpur and 5403 from the Sarlahi were recruited. Three districts from each ecological region were selected by the purposive sampling and the VDCs were selected by the simple random sampling method.
The field examination
One CHW was recruited from each of the three districts. They were given training on testing age specific visual acuity in children and on detecting abnormal ocular signs using a torch light. A special data collection form was designed and pretested in the similar community in the Kathmandu valley. Informed consent was taken from all the parents of children included in the study.
The CHWs conducted a house to house survey where they took a detailed history and examined each child. The history was taken from the parents and this included a maternal history (antenatal, birth and post natal, literacy, smoking and alcohol), their child's history (systemic illnesses and any previous ocular surgery or treatment) as well as known family history.
This field examination included the following:
1. Visual acuity was assessed and the method of measuring it was dependent on the age of the child. In children less than 4 years old visual acuity was measured using the fixation preference method with a torch light. Children 4-6 years of age were examined using the HOTV matching test, at three meters distance. In children aged 6 years and older, vision was assessed using the Snellen acuity chart. 2. Height and weight of the child. 3. Torch light examination to assess for five abnormal signs: red eye, head tilt, white pupillary reflex, deviation of eye and watering 4. Motility examination 5. Cover test.
Examination of abnormal children
Children were subsequently further examined by two pediatric ophthalmologists from the Tilganga Institute of Ophthalmology, if the visual acuity of the child was less than 6/9 in one or both eyes or if they presented with any abnormal ocular signs. The children were brought to an eye clinic close to their homes for this more detailed assessment.
Blindness in this study was defined as a presenting visual acuity of less than 6/60 in the better eye and visual impairment was defined as a presenting visual acuity of less than 6/18 in the better eye. Risk factors were categorized into 3 groups: demographic, maternal and the biological.
Statistical analysis
Data entry was recorded in Epi data version 3.1. Data analysis was done in the Statistical Package for Social Sciences (SPSS) 16.5 to determine if there was an association between ocular morbidity and blindness with various suspected risk factors. A p value <0.05 was considered significant.
Results
A total of 10,950 children were enrolled from all three districts. Out of these patients 681 (6.2%) were non responders. Of the remaining participants 50.7% (5208) were from Sarlahi, 30.5% (3136) were from Makawanpur and 18.8% (1926) were from Sindhupalchok. The mean age of the study population was 5.7 (SD 3.1). Thirty seven point eight percent (37.8%) were aged between 0-5 years old and the remainder were aged between 6 -10 years old. The male to female ratio was 1.03:1. Among the age group of 0-5 years, 39.1% of children were in terai, 40.3% in hills and 30.4% were in mountain region. In the age group 6-10 years, there were 60.9% in terai, 59.7 in hills and 69.6% in the mountain region. The proportion of children in each group varied among the three regions.
The prevalence of ocular morbidity and blindness
Ocular morbidity was present in 374 children in total and this leads to a prevalence of 3.7% (95% CI 3.3%-4.0%). Only 8 children were afflicted with more than one type of ocular morbidity. The most common ocular problem was conjunctivitis (acute or chronic) and this affected 43% of participants ( Table 1) .
The prevalence of blindness (defined as a presenting visual acuity (PVA) of less than 6/60) was found to be 0.07% (95% CI 0.02%-0.12%) and visual impairment (PVA less than 6/18, but greater than 6/60 in the better eye) was 0.1% (95% CI of 0.04%-0.15%) ( Table 2) .
In Table 3 , it is noted that there is a significant difference (p value <0.05) in the prevalence of ocular disease between the 3 different regions. In descending order of ocular disease prevalence, the mountainous region contained the highest proportion, followed by Terai and then the hill regions.
Of interest ocular disease was significantly (p value <0.05) more associated with the following variables: maternal education status, history of consanguinity, smoking and alcohol habit of the mother, children aged 6-10 years old and surprisingly with the Buddhist religion. Other variables investigated were associated with an ocular disease, but the relationship was not significant. Biological risk factors (time of birth, place of birth, type of delivery, postnatal period, immunization, previous ocular surgery, systemic illness) were also studied and many of these were found to be significantly associated with ocular diseases. The multiple logistic regression analysis was done to determine the association of ocular morbidity with various risk factors. Compared to the Terai region, the likelihood of having an ocular disease in the mountainous region was significantly more than 2 times higher (OR: 2.19, 95% CI: 1.48-3.26), whereas it was non-significantly less likely (OR: 0.79, 95% CI: 0.51-1.22) in the hilly region (Table 4) . Table 5 shows the association of visual impairment and blindness with measured risk factors. Both visual impairment and blindness were common in patients aged between 6-10 years old. More than two thirds of visual impairment cases were seen in male patients whereas blindness was more common in female children. Sixty percent of visual impairment cases were seen in children who practiced Hinduism and 42.9% of blind cases were prevalent in the other religions.
Both visual impairment and blindness were more prevalent in the children whose mother was illiterate and whose mother smoked and drank alcohol. All children with visual impairment and blindness were delivered at full term and had no history of pregnancy and postnatal complications. However, some cases of visual impairment were found in the children with systemic illness (4.8%) and with a previous history of ocular treatment (2.2%). Similarly, blindness was found in 8.7% of children with a previous history of treatment for any eye diseases. There was a significant relationship (p < 0.05) between blind children who had a history of ocular disease. In addition, visually impaired children were significantly associated with a previous history of ocular surgery or treatment, systemic illness or complicated antenatal period.
The association between nutritional status and ocular morbidity was measured. The mean BMI of all the children was 16.3 (SD 5.7). In Terai, 15.21 (SD 5.6), 16.7 (SD 3.7) in hills and 15.7 (SD 8.0) in the mountains. Overall the majority of children (85.8%) were underweight whereas only 2.2% were obese. Among the total children with ocular morbidity, the majority 317 (90.1%) were underweight. Not surprisingly, more than 90% (73 of the 81 cases) of children with the corneal opacities were under nourished (Table 6 ).
Discussion
The causes of ocular morbidity and blindness vary across countries as they have different environmental variables, socioeconomic, geographic and ethnic backgrounds. It may also be affected by the child's own biological factors and their total wellbeing. Nepal et al. has shown that refractive error is the most common ocular morbidity in children [7] . However there is a regional disparity; Pokhrel et al. and Shrestha et al. showed that children from rural areas are less likely to have refractive error than children from urban areas [8, 10] . These studies however are mainly focused on the prevalence and causes of ocular diseases but not the risk factors associated with them. Jyoti et al. did a nationwide survey in blind schools, showing that corneal blindness due to Vitamin A deficiency is a major cause of childhood blindness [5] . However, unlike our study it was not population based and they mainly highlighted the etiology and did not focus on elucidating the risk factors.
Our study has found that ocular morbidity was more prevalent in the mountainous region. Conjunctivitis was the most common disease in this region. This is similar to other studies conducted in the high mountains of Tibet and India [11, 12] . On the other hand, congenital abnormalities were more common in the flat terrain of the Terai region. Most congenital diseases have a genetic etiology and it is known that there are many families in this region who practice consanguineous marriage suggesting a possible reason for this higher regional prevalence. Further genetic studies are needed to support this statement. Children aged 6-10 years old had a higher prevalence of ocular morbidity compared to the younger age group, suggesting that an older age is a risk factor. Conjunctivitis is the most common ocular morbidity in our study and is commonly present in children of this age group. It was also found that there was a strong correlation between ocular diseases and the Buddhist community. Given that most Buddhists in Nepal are originally from the mountains and this study highlights that ocular morbidity was higher from the mountainous region, this may explain why 2 ocular morbidity was more prevalent in the Buddhist community compared to others. Further large scale study will be needed to prove causalty.
Among the maternal factors we found that maternal education, history of consanguinity and maternal history of alcohol consumption were strongly associated with ocular morbidity. However there was an inverse relationship with the maternal history of smoking. There are few studies which show a strong correlation between childhood ocular morbidity and the maternal history of smoking which contradict the findings in this study [13] [14] [15] . Also, the millennium cohort study [15] found that the mother's education has an inverse relationship with ocular diseases, again contrary to the results of this study. The history of smoking and alcohol during the antenatal was taken by the field workers (CHW). They had to rely on the information shared by the mother. This recall bias therefore is a limitation of our study.
We found a significant relationship between ocular diseases and the post natal complications such as birth asphyxia, delayed milestones and prematurity. Also there was a relationship between ocular morbidity and systemic illness such as seizure disorder. These findings are similar to Millennium Cohort and Alspac Study [14.15] .
While analyzing the risk factors associated with blindness in these children, we found that blindness was more prevalent in the Terai region, in the female population in children of older age group, with a history of consanguinity and with an illiterate mother. However these factors were not statistically significant. There was a strong association between blindness and a previous history of ocular diseases or treatment. Rahi et al. stated that prenatal factors were found in about 60% of blind children, in the blind school of India [16] .
In this study, the factors which are not significantly associated may be better evaluated by increasing the sample size. One important finding in our study was the association between nutritional status and ocular 22 diseases. Approximately 75% of children were undernourished and within this group 81% children had ocular diseases. Also a significant association was found between corneal opacity with a poor nutritional status of the child. Corneal opacities were present in 22% of children who had ocular disorders and 85% of children with corneal opacities were undernourished. The association between the corneal opacities and malnutrition has been well reported in the literature [17, 18] . In Nepal the national Xerophthalmia survey was done in 1985 which showed that the prevalence of corneal opacities was 0.03% [19] . Another study, done by Shakya SR et al. in Eastern Nepal showed that corneal opacities were found in 0.2% of children with nutritional deficiencies [20] . It is known that under-nutrition and its aftermath are still a public health problem in Nepal despite interventional programs.
Conclusion
Regional disparity is evident in Nepal; ocular morbidity is more common in the mountainous regions, whereas blindness is more prevalent in the Terai region. Many children from the Terai region suffer from congenital abnormalities and this may be related to consanguinity. This needs further genetic analysis. To prevent unnecessary blindness in children, policy makers should prioritize their resources to improve perinatal care and to support nutritional interventions.
